Methylation of cytosine residues in DNA samples, collected before and serially after cobalamin treatment from patients with-cobalamin deficiency, was studied using restriction endonucleases Hpa II and Msp I and an E globin gene probe. There was no evidence of hypomethylation in any of the samples. It was concluded that although hypomethylation of metabolites such as choline occurs, that of DNA is preserved in megaloblastic anaemia.
There are two de novo pathways for the synthesis of methionine in mammals. Both involve the transfer of a methyl group to homocysteine to yield methionine. In one pathway the methyl group is donated by betaine and in the second it is donated by 5-methyltetrahydrofolate. Cobalamin is an intermediary in the second reaction, the methyl group from methylfolate being transferred to cobalamin to yield methylcobalamin before being transferred to homocysteine. The enzyme is methionine synthetase. Methionine in turn is converted into S-adenosylmethionine and this is the principal transmethylating agent in mammals. It 
Results
The figure shows the autoradiograph of DNA from two patients digested with Hind III and Hpa II and hybridised to the "P-labelled E globin probe. Most ofthe DNA that hybridised to the probe was 7-5 kilobase pairs in length before cobalamip treatment and this remained unchanged in all the samples tested after treatment. There was therefore no change in the number of cytosine sites methylated throughout the period of study.
Similar results were obtained with the other The cell seems to have priorities in the use of limited metabolic products. Utilisation of formate for purine synthesis is therefore impaired but further analysis shows that this applies only to guanine synthesis; synthesis of adenine is well maintained.2 This presumably reflects the essential role of adenine in coenzyme function such as adenosine diphosphate and nicotinamide adenine dinucleotide phosphate, etc. Similarly, it seems that methylation of DNA is preserved but that of less vital structures such as some phospholipids is left hypomethylated.
